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AKTya/IbHOCTb

- Annepruyeckume 3aboneBaHMA B HacTosALLEE BpeMA NPeACTaB/IAT CEPbE3HEMLLYIO
npo6aemMy NpakTUYECKOro 34paBooxpaHeHus. 1o gaHHbIM 3NMAEMUONOTMYECKUX
MCCNeloBaHUM HEYKJIOHHO pacTeT YMC/I0 6O/IbHbIX BPOHXMAIbHOM aCTMOM,
aNNeprmyeckMm pUHUTOM, KOHBIOHKTMBUTOM, KPanuBHMLEN, aTOMMYECKMM
AEPMaTUTOM. DTU COCTOAHUA TPEOBYIOT aKTUBHOIO TepaneBTUYECKOro BMeELLATENbCTBA,
KOTOpOe AOJIKHO 6bITb 3(PEKTUBHLIM, 6E30MacHbIM U XOPOLLO NePEeHOCUMbIM
naymMeHTaMu. MNMonCK HOBbIX METOZOB TEpanuu C y4eTOM naTtoreHesa 3aboneBaHumA
ABNAETCA aKTya/lbHOM Npo6iemMon meauumHbl. B nintepatype Bce yvalle obcyxaaeTcs
BOMPOC 3HAYMMOCTU NIEMKOTPMEHOB (/IT) B maToreHese asi/iepruyeckmx 3abosieBaHUM
M BO3MOYKHOCTb MX KOHTPOJIA ANS AOCTUXKEHUS NledebHoro 3cdeKkTa NpoBOANUMOMN
Tepanuu. M3BeCcTHO, YTO 06pa3oBaHME MeAMaTOPOB asiepruyecKoro BoCcnasieHms, B
TOM YMC/ie NIEMKOTPUEHOB, NMPOUCXOAMT NOA AENUCTBMEM PA3/IMYHbBIX CTUMYJIOB:
annepreHoB, cTpecca, Hecrneumpunyeckmx HakTopoB, HECTEPOUAHbBIX
NpoTMBOBOCNaNMUTENbHbIX Npenapatos (HIBI), nHdekumn n T.4.




3adPUpayKacT

~  KOHKYpPEeHTHbIM aHTaroHUCT NeMKOTpUeHoBbIx LTC4-, LTD4-, LTE4-peuenTtopos,
KOTOpble ABNATCA COCTaBHOM YaCTblo MEAIEHHO pearmpyrom,em _Cy6CTaHumMu
aHadunakcmu. MoaasnseT CoKpaTUTE/IbHYI0 aKTUBHOCTb M1aJJKOM MYCKYaTypbl
AblXaTe IbHbIX MyTEMN.

~ [lpegoTBpallaeT Bbi3blBaEMbIE IEMKOTPMEHAMM 3DPEKTBI: NMOBbILLEHUE
MPOHULLAEMOCTM COCYZI0B, YTO MPMBOAMT K Pa3BMTMIO OTEKA AbIXaTe/bHbIX NyTEMU, U
NMPOHMKHOBEHME 303MHOMUNIOB B AblXaTe/IbHbIE MYTH.

~  CHMXaeT coaepKaHMe KNETOUHbIX M BHEKIETOUHbIX (PaKTOPOB BOCMA/IMTE/IbHOM
peakLum B AblIxaTe/bHbIX MyTAX, MHAYLMPOBAHHOM aHTUTE/IaMM; YMEHbLLAET CTeneHb
BbIPaXKEHHOCTU €€ paHHEW U no3aHen dasbl.

~  PeaKTMBHOCTb GPOHXOB MPM B/bIXaHWUK aI/IEPreHOB; YMEHbLIAET 6POHXOCMA3sM,
BbI3bIBAEMbIM Pa3/IM4HbIMK (PAKTOPaMM, B HaCTHOCTM [iBYOKMCbIO Cepbl, (DU3NYECKOM
Harpy3KoM, XO/I0AHbIM BO3JYXOM. YyulaeT yHKUMIO IErKMX, YMEHbLUaeT
BbIpaXKEHHOCTb CMMNTOMOB 6POHXMa/IbHOM aCTMbl B IHEBHOE BPEMS M HOYblo. He
B/MSIET Ha NpocTariaHAuHOBbIE, TPOMBOKCAHOBbIE, TMCTAaMUHOBBIE U
XOJIMHOPELLENTOPbI.




Lenb

~  OUEeHUTb IPDEKTUBHOCTb Tepanuu 3adMpayKacTOM Y 6OJIbHbIX C
MHMEKLMOHHO-3aBUCMMOM BPOHXMAIbHOM aCTMOM, OCNI0}KHEHHOM XPOHMYECKOM
KpanmBHULLOM




3aJa4m

~ [pom3BecTn MTEpaTypHbIX 0630p .

~ OnpeaeneHue rpynn nauMeHToB reHepasibHOM COBOKYMHOCTM AJS
bopMM1pOBaHMS BbIGOPKM.

- [lyTem paHagoMu3auum pacnpenenmtb NaumMeHToB Ha 2 rpynnsbl : rpynna
NaLMEHTOB NPUHMMatOLLAA 3addUPAYKaCT(aHTOFOHUCT IEMKOTPUEHOBBIX
peuenTopoB) M rpynna rnayMeHToB npuHMMarowasa naaueobo.




/lIn3amnH

[N

Bbi6OpKa

>

PaHJamMM3MPOBaHHOE KOHTPO/IMPYEMOE MCC/IeJ0BaHUE,3aKPbITOE NPOCTOE
cnenoe

MpocTas cayvyamHas

UccnepoBaHue nNpoBOAMAOCH Ha ansieprosiormyeckomM otaenenmm K/
60/1bHULbI I AKTOOE

CHavana Bce naumeHTbl, COCToALIME Ha yyeTe 6blIM NpoHyMepoBaHbl 0T 1 A0
150, 3aTeM MpM NOMOLLM reHepaTopa C/Iy4anHbIX YMCEN B KOMMbIOTEPE OblN
oTo6paHbl 60 naupeHToB B Bo3pacTe 18-55 ner.

N co3paHbl 2 rpynnbi(1:1)
1 rpynna: 6asmncHana Tepanua + 3aupayKacT

2 rpynna: 6ac3mMcHaAa Tepanusa + naayebo



AMarHo3 KpanmeBHMLA M CTENeHb TAXeCTU 3ab0s1ieBaHMA YCTaHaBMBA/IMCb HA OCHOBAaHUM COOTBET
KpUTEPUEB, U3JI0OXKEHHbIX B HaLMOHA/IbHOM COr1acUTEe/IbHOM AOKYMeEHTe «KpanuBHULA M aHTMOOTE
O6pOHXMasIbHaA aCcTMa YCTaHOBJIEH B COOTBETCTBMU C MeXAyHapOAHbIM KOHCEHCYCOM NO AMarHOCTHU
BA (AxuHa)

Mpyu NOCTYNAEeHUM NaunMeHTOB B a/IIeEProiorMyeckoe otaeneHme npoBoAMA0Ch KOMMIEKCHOE KJIMHUKO
nabopaTtopHoOe U annepro-uMMyHosiIormyeckoe obciegosaHme. OueHKa KIMHUYECKUMX CUMNTOMOB BbA 1
NpoBoAMAacCh A0 BKKYEHMA B UCCe0BaHMe U Yepe3 6 1 12 MecAaueB nocse Tepanmm 3aupayKacToM.
UccnepoBaHne pyHKUMM BHelwHero abixaHma (OPB/) y 6onbHbIX BA npoBoamaock Ha cnuporpade «Micro
KOMMbIOTEPHbIM MPOrpaMMHbIM 0becneyeHnem, onpesenanmcb: o6beM (popCUPOBAHHOIO BblOXa B CEKY
(O®B1), nmMkoBas ckopocTb Bblgoxa (MCB), cyToyHbiM pa3bpoc NCB. KnMHnyeckme nokasatenm oLeHMBaAm
6annax. Mo COBOKYMHOCTU KIMHUYECKUX M (DYHKLMOHAIbHBIX NOKa3aTenem Aas CTaTUCTMYECKOW 06paboTK
JaHHbIX KOHTPOb BA onpeaenancs B 6annax y Kaxaoro naumMeHTa: nosiHbiM KOHTPO/b - 1 6a1, XOpoLUnM
KOHTPO/Ib -2 6anna, oTCYyTCTBUE KOHTPOAA - 3 6anna (KAMHUYECKUE KpUTEpPUKU KOHTPoaA BA B cooTBETCTBMMU
AxuHon, 2008) [19]. OueHKa KAMHUYECKMX NoKasaTenien KoHTposa bA conocTaBnifanach C pesy/ibTaTamu acTMm
KOHTpo/ib TecTa (ACT-TecT). Kaxxaomy naupeHTy npegsarajocb oTBETUTb Ha Bonpocbl ACT-Tecta 1 oueHUTb
oTBeTbl B 6annax. MHTepnpetauma ACT-TecTa ocywecTBaAanAacb B 6annax: noJiHblM KOHTPOJb - >20 6a,1/10B,
YaCTUYHBIM KOHTPOJIb - 16-19 6ann10B, OTCYTCTBUE KOHTPOJIA - <15 6an/oB.

Bce nauyeHTbl € BA, BK/IlOYEHHbIE B UCCNe0BaHME NoayYanu 6a3mCHY0 MPOTUMBOBOCNANIMTENBHYIO TEpPAnMIo
WMHraNAUMOHHBIMU TIIOKOKOpTUKOoCcTepongamn (UIFKC) B COOTBETCTBUM C TAXKECTbIO TEYEHMA.

3acbl4pny+<aCT Ha3Ha4vancsa B gose 20 Mr exxegHeBHO, Ha HOYb B TeyeHne 6 MecAaueB B OMOJIHEHUE K
CTaHA4apTHOM 6a3ncHoOU Tepanuu.

CyMmapHble nenkotpmeHbl C4D4E4 u nemKoTpueH B4 B niasme KpoBu onpeaensiv METOA0M MMMYHO-
depmMeHTHoro aHanmsa (MOA)



Kputepumm BKIIOYEHUA

- Bo3spact ot 18 go 60 net

~  YCTAHOBJIEHHbIM AMArHO3 MH(EKLUMOHHO-3aBMCMMan bA, ocloKHeHHas
XPOHUYECKOM KpanMBHULIEN

~ Ha/M4vme B aHamHe3se HenepeHocMMocTH HIBI, HM3KaAa 3P EHEeKTUBHOCTD
6a3UCHOM Tepanumn aHTUrMCTaMMHHbIMU NPenapaTaMm 2 NOKOJIEHUS

- Cragua LILII nerkasa,nepcuctmpyrowlas,cpefHAA TAXKeCTb

~ ®as3a 060CTPEHMM U PEMUCCHM




Kputepmm UCKIYeHUA

- BospacTt go 18 net v Boiwe 60 net
~ 6epeMeHHOCTb,Nepm1oj nakTaumm
~ [loBblWeHHasa YyBCTBUTE/IBHOCTb K JII060OMY KOMMOHEHTOB U3 NpenapaTa

= NeYyeHo4YHad HeJOCTaTO4YHOCTb, UMPPO3 Nev4YeHn




JTUYEeCcKMe acnekTbl

- MHdbOpMUpPOBaHHOE cornacKe C MoJIHbIM PaCKpbITUEM BCEM HEOGXOAUMOM
MHpopMaLMeEN (Ha NOHATHOM A3bIKE, COrJlacMe HaMMCaHo Ha 2 S3blKax -
Ka3axCKOM M PYCCKOM), KPYMHbIM LWPUDT

~ MMeloT npaBo oTKa3aTbCs Ha /It060M CTaJMM UCCIe0BAHMS
~ JlecTBUE B MHTEpPECaX NaumeHTa

~ [Mone3sHHoCcTb ANS NauMeHTa 1 o6LLecTBa




MccnepnoBaTeIbCKUIM BONPOC

= JPPEKTUBEH /i1 NMpUeM npenaparta 3ampyKacT 418 CHUXKEHUE BblparKeHHbIX
K/IMHUYECKMX CUMNTOMOB MpKU NiedyeHnn BA ocnoxKHeHHbIM C XpoHMYECKOM
KpanMBHULLOM?




P:00/1bHble ¢ BA oCc/NO¥HEeHHbIN C
XK

—— (C:6a3ucHada Tepanusa+ naauebo




Addition of anti-leukotriene agents to inhaled corticosteroids for adults and adolescents with persistent asthma.
Chauhan BF1,2,3,4, Jeyaraman MM3, Singh Mann A3, Lys J3, Abou-Setta AM3, Zarychanski R3,5,6,7, Ducharme FM4,8,9.
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Abstract

BACKGROUND:

Asthma management guidelines recommend low-dose inhaled corticosteroids (ICS) as first-line therapy for adults and adolescents with persistent asthma.
agents to ICS offers a therapeutic option in cases of suboptimal control with daily ICS.

OBJECTIVES:

To assess the efficacy and safety of anti-leukotriene agents added to ICS compared with the same dose, an increased dose or a tapering dose of ICS (in both
12 years of age and older with persistent asthma. Also, to determine whether any characteristics of participants or treatments might affect the magnitude of
SEARCH METHODS:
We identified relevant studies from the Cochrane Airways Group Specialised Register of Trials, which is derived from systematic searches of bibliographic datab
Central Register of Controlled Trials (CENTRAL), MEDLINE, Embase, PsycINFO, the Allied and Complementary Medicine Database (AMED), the Cumulative Index t¢
Literature (CINAHL) and the trial registries clinicaltrials.gov and ICTRP from inception to August 2016.

SELECTION CRITERIA:

We searched for randomised controlled trials (RCTs) of adults and adolescents 12 years of age and older on a maintenance dose of ICS for whom investigators addet
ICS and compared treatment with the same dose, an increased dose or a tapering dose of ICS for at least four weeks.
DATA COLLECTION AND ANALYSIS:

We used standard methods expected by Cochrane. The primary outcome was the number of participants with exacerbations requiring oral corticosteroids (except whe
the dose of ICS, in which case the primary outcome was the % reduction in ICS dose from baseline with maintained asthma control). Secondary outcomes included mark
lung function, asthma control, quality of life, withdrawals and adverse events.
MAIN RESULTS:

We included in the review 37 studies representing 6128 adult and adolescent participants (most with mild to moderate asthma). Investigators in these studies used three
antagonists (LTRAs): montelukast (n = 24), zafirlukast (n = 11) and pranlukast (n = 2); studies lasted from four weeks to five years. Anti-leukotrienes and ICS versus same d
eligible studies, 10 studies, representing 2364 adults and adolescents, contributed data. Anti-leukotriene agents given as adjunct therapy to ICS reduced by half the numbe
with exacerbations requiring oral corticosteroids (risk ratio (RR) 0.50, 95% confidence interval (Cl) 0.29 to 0.86; 815 participants; four studies; moderate quality); this is equ
number needed to treat for additional beneficial outcome (NNTB) over six to 16 weeks of 22 (95% Cl 16 to 75). Only one trial including 368 participants reported mortality.
events, but events were too infrequent for researchers to draw a conclusion. Four trials reported all adverse events, and the pooled result suggested little difference be
1.06, 95% Cl 0.92 to 1.22; 1024 participants; three studies; moderate quality). Investigators noted between-group differences favouring the addition of anti-leukotrien
expiratory flow rate (PEFR), forced expiratory volume in one second (FEV1), asthma symptoms and night-time awakenings, but not for reduction in B2-agonist use o
trials reported no deaths among 834 participants.Anti-leukotrienes and ICS versus tapering dose of ICSSeven studies, representing 1150 adults and adolescents, e
anti-leukotrienes and tapering-dose of ICS compared with tapering-dose of ICS alone and contributed data. Serious adverse events occurred more frequently am
anti-leukotrienes plus tapering ICS than in those taking tapering doses of ICS alone (RR 2.44, 95% CI 1.52 to 3.92; 621 participants; two studies; moderate qu
infrequent for researchers to draw any conclusions about mortality.

AUTHORS' CONCLUSIONS:

For adolescents and adults with persistent asthma, with suboptimal asthma control with daily use of ICS, the addition of anti-leukotrienes is be
severe asthma exacerbations and for improving lung function and asthma control compared with the same dose of ICS. Scarce available evider
an ICS sparing agent, and use of LTRAs was not associated with increased risk of withdrawals or adverse effects, with the exception of an i
ICS dose was tapered.




MccnepoBaTeNbCKMM BOMPOC MO CTaTbe

~ flBnsetcsa M nobaBsieHUE aHTU-NIEMKOTPUEHA K MHIFANSILMOHHOMY
KopTHMKocTepouay 3bdeKTMBHEE, YEM MCMO/Ib30BAHME TOIbKO MHIANSILIMOHHOIO
KOpTMKOCTEpOUAA ANS NEPCUCTMPYIOLLEM aCTMbI?




P:60/1bHble C NEPCUCTUPYIOLLEN
BA

— C:UI'KC




/In3anH nccnenoBaHUs No CTaTbe

CuctemMaTUMYECKUA 0630p,META aHaIU3

y

PAcCMOTPE/IM BOMPOC O BKIKYEHMU PaHLOMM3UPOBAHHBIX KOHTPOMpYyeMbIX nccnegoBaHmi (RCT) ans npoeKkTMpoBaHUS
BKJIl0MasA B3POC/IbIX M NOAPOCTKOB C aCTMOM, KOTOPbIE CPaBHUBA/IM aHTU-JIEMKOTPUEHDI, A06aBNEHHbIE K ICS, No cpaBHEH
Tunbl y4aCTHMKOB

B3pocabiM M noapocTKam 12 neT U cTaplie C aCTMOM, KOTopble NPUHUMMaNM CTabu/ibHyto noaaeprkuBatowyto o3y ICS.
Buabl BMelwaTenbCTs

['pynna BMeLLaTesibCcTBa

CoyeTaHWe nepopasibHbIX aHTH-JIEMKOTPUEHOB (MHFMBUTOPOB CUHTE3a JIEMKOTPUEHOB UJ/IM AHTarOHMCTOB PEeLIENTOPOB JIEMKOTP
(pMKCUMpPOBaHHbIMUK UK Cyx)atowmmmca gosamu ICS. ChepoBaTtenu JoKHbI 6blIM NPOBECTU BMELLATENIbCTBO B TEYEHME KaK MUH
HeJenb.

KoHTponbHas rpynna

ICS B 0gHOM A03€e npu 6oJiee BbICOKOM [j03€, YEM B Fpynne BMeLLaTeNbCTBa MM B CYXKAOLWMXCA A03aX (KaK B rpynnax BMellaTesb
KOHTPOJIbHOM rpynne).

B 3TOM 0630pe Mbl paccMOTpenin cneayrolime Tpu CpaBHEHMUSA.
AHTU-nenkoTpueHbl 1 ICS npoTuB MaeHTUYHOM Ao3bl ICS.
AHTU-nenKkoTpueHsbl 1 ICS npotuB 6o51ee BbiCOKOM A03bI ICS.

AHTU-NENKOTPUEHDI U CYKeHHble A03bl ICS B cpaBHEHUM C cyxKaowmmmcs ao3amm ICS (MpOTOKON CyKeHUs).




Kputepumm BKIIOYEHUA

- B3pocnbiM M noapocTKam 12 neT U cTaplue ¢ acTMOM, KOTopble NMPUHUMAN
cTabuabHy0 nogaeprkuatoLlyto aosy ICS.

Kputepmm UCKIYeHUA

- He HanucaHo
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